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DETAILED ACTION 

This office action is in response to the amendment submitted by Applicant's on 
November 28, 2005. Claims 1-4, 12-13 and 19-20 are pending in the application, with 
claims 5-11 and 14-18 having been canceled. Accordingly, claims 1-4, 12-13 and 19-20 
are being examined on the merits herein. 

Applicant's arguments regarding the rejection of claims 1-20 under 35 U.S.C. 
112, first paragraph, have been fully considered but they are not persuasive. While 
Applicant's amendments to the claims have removed the grounds for rejection on the 
basis of modulating the growth of any type of cell, the specification is still not enabled 
for all PPAR-y-prostaglandin and retinoid X receptors selective antagonists and their 
combinations, as recited in the claims. 

The rejection of claims 2, 3 and 1 1 under 35 U.S.C. 1 12, second paragraph, is 
withdrawn in view of Applicant's amendments to claims 2 and 3 and cancellation of 
claim 11. 

Applicant's arguments regarding the rejection of the claims under 35 U.S.C. 
103(a) over Kato et al in view of Boehm et al. or Nadzan et al (of record) have been fully 
considered but they are not persuasive. 
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The rejection of claims 1,5-15 and 18-20 under 35 U.S.C. 103(a) as being 
unpatentable over Nadler et al. in view of Boehm or Nadzan et al. is withdrawn in view 
of Applicant's amendments to the claims, as the Nadler et al. reference does not teach 
treating myelogenous leukemia. 

The rejection of claims 1-20 under the judicially created doctrine of obviousness- 
type double patenting over U.S. Patent No. 6,686,455 is withdrawn in view of 
Applicant's amendments to the claims to recite myelogenous leukemia cells. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-20 are rejected under 35 U.S.C. 112, first paragraph, for scope of 
enablement because the specification, while being enabling for the particular and 
specific PPAR-y-selective prostaglandin such as15-deoxy-A1 2,1 4-prostaglandin-J2 and 
co-administering with the specific retinoid X receptor agonist such as LG268 in the in 
vitro differentiation of myelogenous leukemia cells, does not reasonably provide 
enablement for any substances in general represented by "PPAR-y-selective 
prostaglandin" and a "retinoid X receptor agonist" that is a substituted benzoic acid, a 
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substituted nicotinic acid or substituted carboxylated furan; and does not provide 
enablement for all of the numerous compounds and combinations encompassed by 
claims 2-4 ,12-13 and 19-20. 

The recitations "PPAR-v-selective prostaglandin" and "retinoid X receptor 
agonist" are seen to be merely functional language. 

The instant specification fails to provide information that would allow the skilled 
artisan to fully practice the instant invention without undue experimentation . Attention 
is directed to In re Wands, 8 USPQ2d 1400 (CAFC 1988) as 1404 where the court set 
fourth the eight factors to consider when assessing if a disclosure would have required 
undue experimentation. Citing Ex parte Forman, 230 USPQ 546 (BDApIs 1986) at 547 
the court recited eight factors: (1) the nature of the invention; (2) the state of the prior 
art; (3) the relative skill of those in the art; (4) the predictability or unpredictability of the 
art; (5) the breadth of the claims; (6) the amount of direction or guidance presented; (7) 
the presence or absence of working examples; and (8) the quantity of experimentation 
necessary. 

The nature of the invention : The instant invention pertains to a method of 
inhibiting or reducing growth of myelogenous leukemia cells. 



The relative skill of those in the art : The relative skill of those in the art is high. 
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The breadth of the claims: The instant claims are deemed very broad since 
these claims may reasonably encompass not only those known but also unknown 
"PPAR-y-selective prostaglandin" and "retinoid X receptor agonist" and combinations 
thereof as of the filing date , and even those future known "PPAR-y-selective 
prostaglandin" and "retinoid X receptor agonist" and combinations thereof. 

Applicant's have defined the prostaglandins in the specification as having a 
structure that encompass widely varying and numerously possible compounds that 
are classified across class 514 (see Formula II and pages 14-15, in particular.) 
Moreover, the recitations of the formula in claim 2, such as for example wherein "A is 
selected from hydrogen or a leaving group at the alpha or beta position of the ring, or A 
is absent when there is a double bond between Ca and Cb of the ring," etc, and the 
recitation in claims 1 and 19 of the retinoid X receptor that is a "substituted benzoic acid, 
substituted nicotinic acid or a substituted carboxylated furan," are deemed to 
encompass widely varying and numerously possible compounds that are classified 
across class 514 . 

The amount of direction or guidance presented : Functional language at the point 
of novelty, as herein employed by Applicants, is admonished in University of California 
v. Eli Lilly and Co. 43 USPQ2d 1398 (CAFC, 1997) at 1406: stating this usage does 
"little more than outline the goal appellants hope the recited invention achieves and the 
problems the invention will hopefully ameliorate." The CAFC further clearly states that 
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"[A] written description of an invention involving a chemical genus, like a description of a 
chemical species, requires a precise definition, such as by structure, formula, fori 
chemical name , of the claimed subject matter sufficient to distinguish it from other 
materials" at 1405 (emphasis added), and that "It does not define any structural features 
commonly possessed by members of the genus that distinguish from others. One 
skilled in the art therefore cannot, as one can do with a fully described genus, visualize 
or recognize the identity of the members of the genus. A definition by function , as we 
have previously indicated, does not suffice to define the genus ..." at 1406 (emphasis 
added.) 

Thus, Applicant's functional language at the points of novelty fails to meet the 
requirements set forth under 35 U.S.C. 112, first paragraph. Claims employing 
functional language at the exact point of novelty, such as Applicants', neither provide 
those elements required to practice the inventions, nor ""inform the public during the life 
of the patent of the limited monopoly asserted" {General Electric Company v. Wabash 
Appliance Corporation etal. 37 USPQ at 468 (US Supreme Court 1938).) 

The predictability of unpredictability : the instant claimed invention is highly 
unpredictable as discussed below: 



It is noted that the pharmaceutical art is unpredictable , requiring each 
embodiment to be individually assessed for physiological activity. In re Fisher, All F.2d 
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833, 166 USPQ 18 (CCPA 1970) indicates that the more unpredictable an area is, the 
more specific enablement is necessary in order to satisfy the statute. In the instant 
case, the instant claimed invention is highly unpredictable since one skilled in the art 
cannot fully describe the genus, visualize or recognize the identity of the members of 
the genus by structure, formula, or chemical name, of the claimed subject matter, as 
discussed above, in University of California v. Eli Lilly and Co. Hence, in the absence of 
fully recognizing the identity of the members of the genus herein, one of skill in the art 
would be unable to fully predict the possible physiological activities of any compounds 
having claimed functional properties in the pharmaceutical methods herein. 

Further, as pointed out above, these recitations are deemed to encompass 
widely varying and numerously possible compounds and combinations thereof that 
are classifies across class 514 . Thus, they are separate and patentably distinct 
compounds from the instant compounds. 

Therefor, the skilled artisan would view that administering any compounds 
covered and encompassed by the recited claims for the inhibition or reduction in growth 
of myelogenous leukemia cells as recited herein, is highly unpredictable, given the 
well known fact that any significant structural variation to a compound would be 
reasonably expected to alter its properties, e.g., physical, chemical, biological and 
physiological properties or activities. 
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Moreover, one of ordinary skill in the art would recognize that it is highly 
unpredictable in regard to therapeutic effects, side effects, and especially serious 
toxicity that may be generate by drug-drug interactions when and/or after administering 
to a host (e.g., a human) the combination of any compounds represented by the 
"PPAR-y-selective prostaglandin" and "retinoid X receptor agonist" as claimed. 

See text book "Goodman and Gilman's The Pharmacological Basis of 
Therapeutics" regarding possible drug-drug interactions (9 th ed, 1996) page 51 in 
particular. This book teaches that "The frequency of significant beneficial or adverse 
drug interactions is unknown " (see bottom of the left column of page 51) and that 
"Recognition of beneficial effects and recognition of and prevention of adverse drug 
interactions require a thorough knowledge of the intended and possible effects of drugs 
that are prescribed" and that "The most important adverse drug-drug interactions occur 
with drugs that have serious toxicity and a low therapeutic index such that relatively 
small changes in drug level can have significant adverse conseguences " (see the right 
column of page 51) (emphasis added.) In the instant case, in the absence of fully 
recognizing the identity of the members of the genus herein, one of skill in the art would 
not be able to fully predict possible adverse drug-drug interactions occurring with the 
many combinations of any compound having the claimed functional properties in the 
pharmaceutical composition herein to be administered to a host. Thus, the teachings of 
the book clearly support that the instantly claimed invention is highly unpredictable. 
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The presence or absence of working example and the quantity of 
experimentation necessary : As discussed above, only a single combination of a 
particular PG-J2 and the retinoid X receptor selective agonist LG268 was tested with 
leukemia cells in vitro. Thus, the evidence in the examples is also not commensurate 
in scope with the claimed widely varying compounds in the instantly claimed methods. 

Since any significant structural variation to a compound would be reasonably 
expected to alter its properties, one of ordinary skill in the art would be required to 
perform undue experimentation to determine which, if any, other compounds 
encompassed by the functional language would also exhibit the desired action in vivo. 
Note that the court of In re Curtis held that "a patentee will no be deemed to have 
invented species sufficient to constitute the genus by virtue of having disclosed a single 
species when ... the evidence indicated ordinary artisans could not predict the 
operabilitv ... of any other species ." (emphasis added, see In re Curtis 354 F.3d 1347, 
69 USPQ2d 1274, Fed. Cir. 2004.) 

Thus, the specification fails to provide clear and convincing evidence in sufficient 
support of the broad use of any compounds having those functions recited in the instant 
claims. As a results, the one of ordinary skill in the art would be required to perform an 
exhaustive search and perform undue experimentation for the embodiments of any 
known and unknown compounds having those functions encompassed in the instant 
claimed that are suitable to practice the claimed invention. 
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Genentech, 108 F.3d at 1366, states that "a patent is not a hunting license. It is 
not a reward for search, but compensation for its successful conclusion" and "[p]atent 
protection is granted in return for an enabling disclosure of an invention, not for vague 
intimations or general ideas that may or may not be workable." 

Therefor, in view of the Wands factors, the case University of California v. Eli Lilly 
and Co. (CAFC, 1997) and In re Fisher (CCPA 1970) discussed above, to practice the 
claimed invention herein, a person of ordinary skill in the art would have to engage in 
undue experimentation to test all compounds encompassed in the instant claims and 
their combinations as employed in the claimed methods, with no assurance of success. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-4, 12-13 and 19-20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kato et al, in view of Boehm et al. or Nadzan et al. (all of record.) 
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Kato et al. discloses that the particular prostaglandin such as the particular A 12 - 
prostaglandin-J 2 having the structure at Table B, 2 nd from the bottom of page 3539 is 
useful in a composition and a method of inhibiting neoplastic cell proliferative disease 
such as leukemia, in vitro and in vivo. See title, abstract, column 1-2 of page 3538, 
pages 3540-41, in particular.) 

Kato et al. does not expressly disclose the employment of the combination of the 
particular prostaglandin and the particular RXR selective agonists in a composition and 
a method of inhibiting the neoplastic cell proliferative disease such as myelogenous 
leukemia, as claimed. 

Boehm et al. discloses that the particular RXR selective retinoids or agonist, 
LGD268 (see abstract), which is the compound recited in claim 12 herein, an LGD1069 
(see structure at Chart 1 and Scheme 1 of page 3147), which is the compound recited 
in claim 13 herein, are useful in a composition and a method of inhibiting the neoplastic 
cell proliferative disease such as leukemia by inducing apoptosis in leukemia cells, such 
as HL-60 cells. (See Title, abstract, table 1 of page 3149 and Figure 1, in particular.) 

Nadzan et al. discloses that one or more potent members of the RR retinoids, 
Targretin ( LGD1069 : R- CH#; X=CH2; Z=CH), is currently in phase I MA clinical trials for 
the treatment of cancers. The presentation of Nadzan et al. is described as 
summarizing the discovery and SAR of the above chemical class, and highlighting the 
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relevant in vitro and in vivo biological data supporting the role for these agents in cancer 
chemotherapy. 

Accordingly, it would have been obvious to one of ordinary skill in the art at the 
time the invention was made to employ the particular A 12 -prostaglandin-J 2 of Kato et al. 
and the particular RXR selective retinoids or agonist of Boehm et al. or Nadzan et al. in 
a composition and a method of inhibiting the neoplastic cell proliferative disease such 
as myelogenous leukemia. 

One having ordinary skill in the art at the time the invention was made would 
have been motivated to combine the particular A 12 -prostaglandin-J 2 of Kato et al. and 
the particular RXR selective retinoids or agonist of Boehm et al. or Nadzan et al. in a 
composition and a method of inhibiting the neoplastic cell proliferative disease such as 
leukemia, since the particular A 12 -prostaglandin-J 2 of Kato et al. and the particular RXR 
selective retinoids or agonist of Boehm et al. or Nadzan et al. are known to be useful in 
a composition and a method of inhibiting the neoplastic cell proliferative disease such 
as leukemia according to the cited prior art. 

Therefor, one of ordinary skill in the art would have reasonably expected that 
combining the particular A 12 -prostaglandin-J 2 of Kato et al. and the particular RXR 
selective retinoids or agonist of Boehm et al. or Nadzan et al. would improve the 
anticancer effects for treating the neoplastic cell proliferative disease such as leukemia. 



Application/Control Number: 10/627,160 Page 13 

Art Unit: 1617 

Since all active composition components herein are known, it is considered prima facie 
obvious to combine them into a single composition useful for the very same purpose. At 
least additive therapeutic effect would have been reasonably expected. See In re 
Kerkhoven, 205 USPQ 1069 (CCPA 1980.) 

Thus, the claimed invention as a whole is clearly prima facie obvious over the 
combined teachings of the prior art. 

Response to Arguments 

Applicant's arguments filed November 28, 2005 have been fully considered but 
they are not persuasive. 

In particular, Applicants argue that the instant claims are not "very broad" as 
asserted by the Examiner. The respectfully notes that the instant claims recite 
numerous different compounds and combinations thereof, and use functional language, 
as discussed above and thus are deemed to be very broad. 

Applicants further argue that the claims as amended define compounds 
contemplated for use by structure and function, and cite sections of the specification as 
providing examples of such compounds, and thus Applicants assert that the art is 
predictable. However, the Examiner notes that the claimed PPAR-y-selective 
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prostaglandin and RXR selective agonist encompass numerous different compounds, 
including those in the specification as well as those not yet known, and that are 
classified in different chemical classes and subclasses, as discussed above, and thus 
the method as claimed required undue experimentation on the part of one of ordinary 
skill in the art. 

Applicants further argue that the disclosure of numerous different activators and 
RXR ligands in the specification provides adequate enabling support for the treatment of 
leukemia. However, the Examiner notes that Applicant's only provide a single example 
of a composition having a specific prostaglandin and RXR selective agonist employed in 
the in vitro testing with leukemia cells. The specification does not provide examples for 
different combinations or a representative number of combinations to sufficiently enable 
all of the combinations as claimed. 

Applicants also argue that the Examiner has not provided any art for the 
treatment of myelogenous leukemia with the claimed composition. The Examiner notes 
that Kato et al. teaches the treatment of leukemia with the specific prostaglandin as 
claimed. Boehm et al. teaches the treatment of leukemia with human leukemic myeloid 
cells (see abstract, in particular.) It is considered that one of ordinary skill in the art at 
the time the invention was made would have been motivated to combine the 
compositions of Kato et al. and Boehm et al. to treat myelogenous leukemia, because 
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the references both teach the treatment of leukemia, and Boehm et al. teaches that the 
specific form myelogenous leukemia can be treated. 

Applicants also assert that it would not be obvious to form the claimed invention 
based on the teachings of Kato et al. and Boehm et al. or Nadzan et al. because the 
references do not teach terminal differentiation or modulation of PPAR-y. However, the 
Examiner notes that fact that applicant has recognized another advantage which would 
flow naturally from following the suggestion of the prior art cannot be the basis for 
patentability when the differences would otherwise be obvious. See Ex parte Obiaya, 
227 USPQ 58, 60 (Bd. Pat. App. & Inter. 1985). In the instant case, it would be obvious 
to combine the references on the basis of their teachings of the treatment of cancers 
such as leukemia. 

Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
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TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Abigail M. Cotton whose telephone number is (571) 272- 
8779. The examiner can normally be reached on 9:30-6:00, M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on (571) 272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



AMC 




